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[Proposed Labeling for Fentanyl TransdermalSyste L

FENTANYL TRANSDERMAL SYSTEM (Schedule symbol) 70

Full Prescri‘bing !“f?fmﬁti,9ﬁi o /

e In the management of acute of post—op tive pain
surgeries DI

TRANSDERMAL SYSTEM sHOUL S
IF THEY ARE OPIOID-TOLERANT AND AGE 2 YEARS OR
PRECAUTIONS - Pedlatrlc Use ) . ’ T

malignancy) that: o : , St
* Cannot be managed by lesser means such as acet) rnmophen-oplold combmatlons, ; (

non-steroidal analges1cs, or PRN' dosmg with short—actmg OplOIdS and -
* Requires contlnuons Opl()ld admmlstratlon , '/fﬂ -

o n e

é

The 37.5, 50, 62.5, 75, 87.5, and 100 mcg]h dosages sl'xouid ON”LY be used m patleyﬁ':ts?
who are already on and are tolerant to Oplmd therapy N §

DESCRIPTION

Fentanyl transdermal system is a transdermal system prov1d1ng COhtlnuous systermc dehvery of
fentanyl, a potent opioid analgesic, for 72 hours. The chemical name is N—Phenyl N—(I 2-pheny1ethyl-
4-piperidyl) propanamide. The structural formula is: 4

" Gy CHy con—Cn—cn, cuz@ o o ' '




The molecular weight of fentanyl base is »336 5 ‘and the empmcal
octanol:water partition coefﬁment 1s 860" The pKais 8§41

System Components and Structure T °

The amount of fentanyl released from each’ system per - Hour is proportronal to the surface area
(@2s mcg/h per 10 cm %). The composrtron per unit area of all system srzes 1s 1dentrcafl Each system also \

contains 0.1 mL of alcohol USP per IO cm?. :

“Doset : Slze ... Fentan
(mcg/h) |

*Nommal dehvery rate per hour
**FOR USE ONLY IN OPIOID TOI:ERANT PATIENT

[information spet:iﬁc to the drug’ p}'odubi will be included when

oy

CLINICAL PHARMACOLOGY

: Pharmacology

Its pnmary actrons of therapeut1c vafue are analgesm and sem&ahor‘f F ntf yI may 1ncrease the patrent'
tolerance for pain and decrease the perceptlon of sufferrng, although the presence of' the pain itself may
still be recogmzed

In addition to analgesia, alteratrons 1n mood euphona and dysphorra and drowsiness c mmonly occur.
Fentanyl depresses the resplratory centers depresses the cough reflex, and constricts the puplls

Analgesic blood levels of fentanyl may caruse nausea, and vomrtlng dlrectly by strmulatmg the

chemoreceptor trigger zone, but nausea an i i ator

e S e

than in recumbent patients, as is pB fural SYnCC pe.

OPIOIDS INCREASE THE TONE‘AN’D DECREAgng mﬁ
THE SMOOTH MUSCL




While OpIOIdS generally increase the ton* of urmary tract siriooth muscle, the net effiect tends to be
var1able in some cases producmg urmary urgency, m others, dlfﬁcufty in unnatlon *

rarely occurs with fentanyl adrmmstratlon .
release in dosages up to 50 ug/kg

Pharmacokinetics (see graph and tables)
Fentanyl transdermal system releases fentanyl from the reservdir at a nearly constant amount per unit
time. The concentratlon gradlent ex15t1ng between the saturated solutron of drug« n tl the reservorr and

concentration at a rate detemuned by the copolymer release membrane and the d1ffﬁs1on of fentanyl
through the skm layers While the actuaI rate of fentanyl d%hvéry to ‘the skmyanes ver"the 7 2 hour

s

and 100 ug of fentanyl per hour) is sufﬁmently accurate as to allow individual tltratlon‘f;\f dosage fora

s

given patient. The small amount of alcohol which has he n 1ncorporated into the system ‘enhances the

C o o g

rate of drug flux through the rate-hmrtmg copolyrner mem“brarte‘ and ncrea S the permeabrhty of the \
skin to fentanyl T L , o o ‘ A

Following fentanyl transdermal system apphcatton the skin under the system absorbs fentanyl, and a
depot of fentanyl concentrates 1n the upper skm layers ﬁﬁentanyl’then ecomes Vallable to the

’steady state serum concentratlon that 1s determmed by 1nd1v1dual Varlatron 1n skm permeab111ty and
body clearance of fentanyl (see graph and Table B) PR




TUosh T pmagrSice Agsed

45

0 ¢+ DURAGESIC®

Apitist (hynd "

35 Remaved (§)

30

2.5

2.0

L5

Serum Fentanyl Concentralio}l (ng/ml) -

1o

> 20,5

00 g T
Dayl Uayd Day7 Day10 Dayld Dayld ~Dayls’ “Dayls D
i i

Mean (SD) Tlme to * Mean (SD)
Maximal Concenfratnpl@ Maximal
Dose Toax it Concentration
(h) . Chmax
r o (ng/mL)
Fentanyl transdermal 38.1 (18.0) 0.6 (03)
system 25 pg/h ° B
Fentanyl transdermal ‘ 34.8 (15.4) 1.4 (0.5)
system 50 pug/h L
Fentanyl transdermal 33.5(14.5) 1.7 (0.7)
system 75 pg/h " i ’
Fentanyl transdermal =~ 36.8(15.7) 7 2.5(1.2)

S

system 100 pg/h

NOTE: After system removal there is contmued systermc absorptlon frqm remdual fentanyl in
the skin so that serum concentratxons fall 50%, on_average in 17 hours o




R = R

. sy t .. ﬁ:; ‘TEABL:EWMBV
 RANGE OF PHARMACOKINET
- OFINTRAVE OUS FEN \

Clearance | Volume of Dlstrlbutlon Half-Life T
(L/h) Vss Ctin
Range (L/kg) - (h)
[70kg] Range‘ ) Range
Surgical Patients L 27-75 23-8 3-12
Hepatically Impaired =~ = 3-80° 9.87-2}* ol 4-12f
Patients » P T
Renally Impaired Patrents 30-78 - 3 -
"Estimated S . N R NTUIR . SEAT

NOTE: Informatmn on vo ume of stributior
- patients.

Fentanyl plasma protein binding capac1ty decreases with i 1ncreas1ng 1omzat10n of the drug Alteratrons
in pH may affect its distribution between plasma and the central neryous szstern Fentanyl accumulates

in the skeletal muscle and fat and is released sIowly 1nto the blood e ayerage volume of d1str1but10n '
for fentanyl is 6 L/kg (range 3-8; N—S) \ . - A

In 1.5-5 yearold non-oplold-tolerant pedlatnc patlents the fentanyl plasma levels were h | w
approximately twice as high as that of the’ adult pat1ents “In” older pedratnc age patlents the
pharmacokmetlc parameters were similar to that of the adults ‘However, these findmgs have been
taken into consideration in determi g”the ‘dosing rec pediatric | patlents ‘For
pediatric dosing lnformatlon refer to DOSAGE and ADMméTRATION’secnon o

stnched but in geriatric patients the -

The kinetics of fentanyl in genatrtc patlents has not been well ut
ife greatly prolonged (see

clearance of IV fentanyl may be reduced and the termrnal
PRECAUTIONS)

Fentanyl is metabolized pnrnanly via human cytochrome P45 d 3A4 1soenzyme system In humans the ‘
drug appears to be metabolized pnmanly by oxidative N- dea"lkylatlon to norfentanyl and other inactive
metabolites that do not contribute m; Ily to the observed act1v1ty of the drug Wlthln 72 hours of IV
fentanyl administration, approxnnate y % of the dose | is excreted in unne mostly as metabolites with
less than 10% representing unchanged drug. Approxnnately 9% of the dose is recoyﬂ)eéredin the feces,
primarily as metabolites. Mean Values for ctions of fent ma are estimated to b
between 13 and 21%.

Skin does not appear to metabohze fentanyl eli
keratinocyte cell assay and in clinical st ch 9
accounted for as unchanged fentanyl that appeared in the system

1 fhe system was

ic circulation.

Pharmacodynamlcs

Analgesia
Fentanyl transdermal system is a strong op101d analgesw Tn controlled clin;
tolerant patients, 60 mg/day IM morphlne was consuiered to pr‘ov1de analgesia
equivalent to fentanyl transdermal system 100 pg/h in an acute pain model.




Minimum effectlve analgesrc serun’l coﬁ ehf” tions of fentany} in opioid naive adult patients range -
from 0.2t0 1.2 ng/mL side effects increase in frequency at Se*t'um Ievels above 2 ng/mL Both the
minimum effective concentra‘uon and the concentratlon at 1

Amian i the friale thav had kot o wnds

common 1n tne iriais, tney nad 11151101 ldLC ] p 1 i u S I,l’ ﬁosz—man(eung I’CpOl’[S nave
been received of opioid-naive post- operatwe patlents who havé expenenced ehmcaIly srgmﬁcant ‘
hypoventllatxon w1th fentanyl transderrnal system Fentanyl transdermal system is contralndlcated 1n

While most %ﬂ%&ﬁ%peéa%ﬁe patlents usmg fentanyl transdermal system chromcaly y aeyelop ’
tolerance to fentanyl 1nduced hypoventrlatlon eplsodes of slovyed res il rlons may OCCU.I‘ at any time

reases at serum T ntanyl
eoncentratlons greater than 2 ng/mL especially for pat1ents who haye ari underlymg pulmonary
condltlon or who receive usual doses of opioids or other CN S driié“s as ocrated with hypoventllatron in
» N g 251 ghis
contraindicated in patients who are fiot tolerant to oplo1d tﬁera?y A fentanyl transdermal system o

should only be administered to chlldren if they are oplold-tole ant : d a age 2 years orolder.

fentanyl transdermal system was less than 1%

CNS Effects




CLINICAL TRIALS

Adults
Fentanyl transdermal system was studred in patrents with acute and chromc pain (postoperatrve and
cancer pain models); however, fentanyl transdermai system 1s “contraindicated for postoperatrve -
analgesia. .

The analgesic efficacy of fentanyl transderrnal system was derhpnstr ted i in an acute parn model wrth o
surgrcal procedures expected to prodw it fpain (eg, hysterectomy, major

orthopedic surgery). Clinical use and’ safety was evaluated i in patrents expenencrng chronic pain due to
mahgnancy Based on the results of these trials, fentanyf transdennal system was determmed to be ‘

hypoventllatlon (4% 1n01dence) in postoperatrve : tlte Apam fentanyl transdermal system )
is contramdrcated for postoperatrve analgesta (See BOX WAﬁNING CLINTCAL -

Fentanyl transdermal system as therapy for pam due to cancer has been studied in 1;5 3 patients. In this
patient population, fentanyl transdermal system has been adm"E is eredln dbsés df ‘25“1@/5‘:6”600” pg/h,

month after 1mt1at10n of fentanyl transdéermal system therapy, patlents generally reported lower pam
intensity scores as compared to a prestudy analgesw reglmen cgf oral morphrne (see graph)
st

. Pain worse on
. 91 DURAGESIC® (N=10/3 l)

Pain i mtcnsxty e
~after 1 moénth on
DURAGESIC®

L
3.

Painbetteron =
o o DURAGESIC@ (N~21/31)

“’h’ 1“ "79*‘,”3 4 8 B’
ot

Pam Intensrty on Pre Study Analges1 f
[Replace "DURA GESIC® in the above f gure w:th "F enta

ERI

Pedlatrlcs

were used by 181 patients. Approx1rnately 90% of the total daﬂywcplord requlrement (fentanyl
transdermal system plus rescue medtcatlon) was provrded by fentanyl transdermal system




INDICATIONS AND USAGE

el SR

Fentanyl transdermal system is 1ndlcated in the management 0 ;
continuous opioid analgesia for paln | that cannot be ma ged by’ lesser hmeans such as acetammophen—
opioid combinations, non-stermdal analgesws or PRN dosm fVVlth sh rt- 101

ADMINISTRATTON )

CONTRAINDICATIONS

means such as ai:e amlnbphen- oid
with short—actmg opwlds, and .

AT

Fentanyl transdermal system is also contr' indicated nsitivity to fentanyl

or adheswes

WARNIN GS

SYSTEM REMOVAL

FENTANYL TRANSDERMAL SYSTE w Ee
KNOWLEDGEABLE IN THE CONTINUO 1S ADMINISTRA
THE MANAGEMENT OF :P ” \




PAIN, AND IN THE DETECTION AN
THE USE OF OPIOI ANTAGONIST .

PHENOTHIAZINES, TRANQUILTZEAAS‘ SKELET L MUS
ANTIHISTAMINES, AND ALCOHOLIC BEVERAGES MAY

sm\?

CONTEMPLATED, THE DOSE OF ONE OR B Ll | ‘L

PRECAUTIONS

General : .
Fentanyl transdermal system doses greater than 25 mcg/h are too high for initiation of therapy in non-
oprord-tolerant patients and should not be used to begln fentanyl transdenrnalwsystern therapy 1n these A

"""" ients. Children convertlng to fentanyl transdermal system sﬁroul& rant (See’]

P rman
potentially hazardous tasks (eg, dnvmg, operatmg machmery) Patients who have Been given fentanyf
transdermal system should not dnve or operate dangerous machmery unless they are toIerant to the ' S

reach of children. Used systems should be >fol ed‘ |
itself and flushed down the toilet 1mmed1ate1y upon removal
any systems remaining from a prescnptlon as soon as they “are no longer needed Un
should be removed from their pouch and ‘flushed down the torlet b

Hypoventllatlon (Resplratory ﬁepressuon)
Hypoventilation may occur at any time during the use of fentaﬁyl transdermal ststem o
Because significant amounts of fentanyl are absorbed from the skin 7 hours or more after the
system is removed, hypoventllauon ‘may per51st beyond the reanval of fentanyI transdermal system.
Consequently, patients with hypoventrlatron should be carefully observed for degree of sedatron and
their resplratory rate momtored unt11 resp1rat1on has stab11 ‘ ) '

The use of concomltant CNS act1ve drugs requlres specral pati
WARNINGS. )

ent care and observation. (See o o
§ s b S #




Chronic Pulmonary Dlsease - .
Because potent opioids can cause hypove ] iiatidﬁ;’feﬁtaﬁyl trarisder
administered with caution to patients with pre-existing medical cond
hypoventtlatlon Tn such patients, normal analgesw doses of opxolds
drive to the point of resplratory fallure x

ns predlsposmg them to
fuxther decrease resplratory

- Cardiac Disease o e
FENTANYL MAY PRODUCE BRADYCARD AT
"WITH CAUTION TO PATIENTS WITH E

Hepatic or Renal Dlsease / >
At the present time 1nsufﬁc1ent mformatlon ex1sts to make recommendations regardmg the use of
fentanyl transdermal system in patlents w1th 1mpa1red renal or hepattc Ktlon Ir tﬁ”’drug is used in

these patients, it should be used w1th cautlon because of the hepatlc metabollsm and reﬁal excretlon of -
fentanyl. .

Patlents with FeverlExternal “Heat

patients wearing fentanyl transdermal system ‘Who deveIop fever s ould be momtored for op101d s1de
effects and the fentanyI transdermal system dose should be adjusted if1 necessary :

PR S RTe

HEAT SOURCES, SUCH AS HEATING PADS OR ELECTRIC BLANKETS, rfﬁAﬁj LAMPS, T
SAUNAS, HOT TUBS, AND HEATED WATER BEDS, ETC., WHILE WEARING THE SYSTEM.
THERE IS A POTENTIAL FOR TEMPERATURE-DEPENDENT INCREASES IN FENTANYL

RELEASE FROM THE SYSTEM } "; 1 ‘

Drug lnteractlons

Central Nervous System Depressants e I

When patients are receiving fentanyl transdexjmal system the d,
depressant drugs (mcludlng benzod1azep1nes)‘” hould be reduvw’
use of CNS depressants hypotens1on may occur c :

ad;d"' tonal oplolds or other CNS
aﬁ tygé% W1th the”c néomxtant o

Agents Affecting Cytochrome P43&3A4 Isoenzyme §ystem
CYP3A4 Inhibitors: Since the metabolism of entanyl is medlated by the CYP3A4 1sozyme -
coadministration of drugs that 1nh1b1t CW3A4 actmty may cause ‘decreased clear e‘of fentanyl
The expected clinical results would be increased ¢ or prolon ged oplold effects Th p tients
coadministered with inhibitors of CYP3A4 such as macroli i ‘v(e g, erythromycm) azole
antifungal agents (e. g, ketoconazole) and protease inhi ) 1f) while recewmg fentanyl
transdermal system should Be carefully monltored and dosage adjustment made 1f warranted




CYP3A4 Inducers Cytochrome P450 mducers stich as nfampm’carbamazepme and phenytoin, o

a0, TR

ntanyl. Cautlon is advised when

11 il i s

1V1ng these mecllcatlons and 1f necessary

Drug or AICOhOI Dependence ST
Use of fentanyl transdermaI System ln e, L

medically controlled env1ronment

Ambulatory Patlents R , 1 :
Strong opioid analg ges1cs impair the mental or physzcal ab1ht1e§ requn'ed for the’performance of
potentially dangerous tasks such as dnvmg a car or operatlng fnachmery\Patlents who have heen glven

Salmonella typhimurium mutagen1c1ty assay, the pnmaty rat. hepatocyte unscheduled DNA synthes1s
assay, the BALB/c-3T3 transformatlon test the mouse lyniphoma ass: y, the human lymphocyte and

Fentanyl has been shown to 1mpa1r l"ertthty and to have an ”embtyoc al effect in rats when glven in
intravenous doses 0.3 t1mes the human tlose forlaﬂpenocl of l2 ‘days l\To ev1dence of teratogemc effects

Labor and Qe!iys‘ry
Fentany] transdermal system is

Nursmg Mothers

JPIRTT SRR

Pediatric Use

Fentanyl transdermal system was not studled in’children uncler 2 years of age Fentanyl transdermal‘

system should be adrmmstered to chlldrgﬁ“o’ifly 1f they are OplQld tolerant and age 2 years or older (See

To guard agalnst acc1dental mgestmn by chllaren, use caution when choosing the application site
for fentanyl transdermal system (See ﬁOSAGE and ADMINISTRATION)' and monitor adhesion
of the system closely

B - L nruwﬁa Ry e



Geriatric Use , ) b
Informatron from a pllot study of the pharmacokm ,entanyl in geriatric patients 1ndlcates

that the clearance of fentanyl may be greatly de ed n th populatlon above the age of 60 The
relevance of these ﬁndmgs to transderrnaI fentanyI is unknown at this fime.

Since elderly, cachectic, or deblhtated patlents may have altered pharmacokinetics due to poor fat
stores, muscle wasting, or altered ¢ arance, they should not be start don fentanyl transderrnal o
system® doses higher than 25" ug?h unless they are already taking more ohine

more
day or an equivalent dose of another oproid (see DOSAGE AND A

Information for Patlents
A patient instruction sheet is mcluded in the package of fen
patient.

any

- Disposal of fentanyl transdermal system _ o
Fentany] transdermal system should be kept out of the reach of children. F Fentanyl transdermal systems -

should be folded so that the adhesive side of the system adher s to itself, btxhé@n%the system ‘shouldbe ™~

flushed down the toilet 1mmed1ate1y upon removal. Patients should dlspose of any systems remaining

from a prescription as soon as they are no Ionger needed U_:Aused systems should be removed from

their pouches and ﬂushed down the toﬂet

ADVERSE REACTIONS

In post-marketmg expenence, deaths from ypo (
transdermal system have been reported  (See BOX' W

Pre-market__g Clinical Trial Exg rlence. o

In adults, the safety of fentanyl tr; system has been ebaly

and 153 cancer patients for a total of 510 patients, Patients Wrﬁl acute

system for 1 to 3 days. The duration *Sff fentanyl transdermal s system use vaneddln cancer patients; 56%
of patients used fentanyl transdermal syste ‘for over 30 days 28% contm [ treatment

ment for more than
4 months and 10% used fentanyl transdermal system for more than 1 year.

BSERVEQ INfls
ﬁT % i L 5

(4%) POSTOPERATIVE PATIENTQ
HYPOTENSION AND HYPERTENSION WERE
OPIOID-NAIVE PATIENTS )

Various adverse events were reported a causal relgglon 'fup to fentanyl transdermal system was not
teﬁ ﬁere‘ reﬂect the actuai requency of each adverse effect

‘placebo effect, concomitant use of oth T OplOldS or to subtract the ﬁeq ce'ncres reported by placebo- ) i
tréated patients in controlled tnals R ‘ g R .

Adverse reactions reported in 15 3 cancer patlents: ata frequen

cy of 1% or greater are presented in
Sty Al 5 7 U - g B AN
Table 1; similar reactrons were see

atients studled

aaaaaa



Body System Adults - - | Pediatrics L

Body as a Whole Abdominal paln* " ” Paln* headache* fever
headache* syncope, abdommal pain,

o | allergic reaction, ﬂushmg

Cardiovascular Arrhythmia, chest pain’ " | Hypertension, tachycardia

Digestive Nausea**, vomiting**, Nausea** vommng** o
constipation**, dry constlpatlon* dry mouth
mouth**, anorexia¥, dlarrhea :
diarrhea*, dyspepsia*, .
flatulence < o o

Nervous Somnolence**, Somnolence*, ’f
confusion**, asthenia**, nervousness*, 1nsomn1a* .
dizziness*, nervousness*, asthenia*, hallucmatlons
hallucinations*, anxiety*, anxiety, depression, |
depression*, euphoma* convulsions, dizziness,
tremor, abnormal tremor §peech dlSOI‘del'
coordination, speech | agitation, stupor, confusmn, )
disorder, abnormal thinking, paranmd reaction
abnormal gait, abnormal
dreams, agitation, o
paresthesia, amnesia, A o
syncope, paranmd reactlon R

Respiratory Dyspnea*, Dyspnea resplratory :
hypoventilation*, depressmn rhmltls ‘
hemoptysis, pharyngms coughmg -
hiccups '

Skin and Appendages Sweating**, pruritus¥, rash Prurltus* apphcat1on slte
application site reaction —_ réaction®, sweating
erythema, papules, 1tch1ng, | increased, rash, rash
edema. - erythematous skin reactwn

localized

Urogenital Urinary retention* Urmary retention

ST e e

* Reactions occurring n3%- 10% of fentany! transdermal system patients

**  Reactions occurring 1n IO% or ‘more of fentanyl transdertnal system patients




The following adverse effects have been reported in fess than 1% of the 510 adult postoperative and

st g ey Mﬂy»,%“»‘:i:é“‘?ﬁ m-&}’”i
cancer patients studled fhe a )¢ eVent§ a% fen anvl transdermal svstem
admxmstratxon is unknown )

Cardiovascular: bradycardia

Digestive: abdominal distention )
Nervous: aphasia, hypertoma vert1go, stupor ypotoma depersonahzatlony hostlhty
Respiratory: stertorous breathmg, asthma, respiratory disorder
Skin and Appendages, General: exfohatwewdermatltls pﬁs’t’ﬁ es
Special Senses: amblyopla |

Urogemtal bladder pam ohguna unnary equencygb e

s w3

ghe use of fentanyl

4 A‘m x( o e 52 Lt

above include:

‘Body as a Whole: edema’
Cardiovascular; tachycardia
" Metabolic and Nutritional: Welght loss h

Special Senses blurred v151on ’

DRUG ABUSE AND DEPEND;:NCE

Fentanyl is a Schedule II controlled’ substance aid n’)produce’ Ir end sun{ io that -
produced by morphine. Fentariyl transdermal system there}‘ore has the potentlal for ahuse ’foierance .

R

’physwal and psychoIo g1ca1 depenéence may develop v upon repeated admmlstratlon of 0p101dS A
Tatrogenic addiction following opioid administration is relatively rare. Physwlans should notlet
concerns of physical dependence deter them from v using adeq 2 o

management of severe paln when such use 1s 1nd1cated

OVERDOSAGE

Clinical Presentation L
The manifestations of fentanyl overdosage are an extensmn of

T S e, S s 30T PrETIP

setious significant effect be1ng hypoventllatlon

Treatment
For the management of hypoventllatlon 1mmed1ate c?q{gigg}}gasure&% énglgde g@e&{n%qug the fentanyl
transdermal system system and physically or verhaﬁy stlfnulatmg the patlent These actlons can be
followed by administration of a spemﬁc nar tic i
hypoventilation following an overdose may ‘be
action (the half-life of naloxone : ranges from 30to 81}m1nutes) The mterval betvx{een IV antagonlst
doses should be carefully chosen becausw of the poss1b111ty ‘of r re na«régiotxzatlon”af"cer System removal ]
repeated administration of naloxon sz |

acute onset of pain and the reIeaseﬂof catechoIammes

sary. Reve{‘sal Aoféthe narc

amed, adrmmster
1rway or endotracheal




If severe or perSIStent hypotensmn occurs, the possﬂnhtyo 4
managed with appropnate parenteral ffulci thera ’

e considered and o

DOSAGE AND ADMINISTRAT!ON

With all opioids, the safety of patlents usmg“the products is dep e practltloners
prescribing them in strict conform1ty w1th thelr approved labef

dosmg, and proper conditions for 1 use

endent on bealth car

] /pf “If the site of fentanyl

the apphcatlon site should be chpped (no\” 'ﬁbaved) pnor to sysf .
nor to apphcatlon of the system do so w1th clear

transdermal system apphcatlon mUSt be cIeanse

Fentanyl transdermal system s should be apphed 1mmed1ately upon T m:ovaI fromt seale package B
Do not alter the system (eg, cut) m any way pnor to apphcatlon o ARCE N .

The transdermal system should be pre{sse ﬁrmly in place ‘thh the palm of the hand‘for 30 econdstﬁ;
making sure the contact 1s complete alfyv aroup@ th edges. ’

N

Each fentanyl transdermal system may be worn contlnuously for 72 hours. If analgesia for 1 more than \
72 hours is required, a new system shouId be apphed to a dlfferent skm 51te after removal of tbe
previous transdennal systern

prescnptlon as soon as they are no longer
pouches and flushed down the toilet.

WO T L e s

}Dose Selectlon

day. The dose- conversmn schedule descnbed m Tabfe C and’hlethod of't t1tratlon descnbed below
were used safely in oplold-tolerant pedlatnc patleptw ‘the 'e of 2 years with chr paln (See
Precautions- Ped1atr1c use) o '




In selecting an initial fentanyl transdermal system do attentlpon shwuld‘heﬁgwen to 1) the dally dose,

potency, and characteristics of the opioid the pahenf has beern taklng prev1ously (eg, ‘whether it is a
pure agonist or mixed agomst—antagomst) 2) the rehablhty of the relative’ potency estlmates used to

calculate the fentanyl transdermal system dos ' éstimates ma ary‘“vvlth the route of

HER o Doty 2 v

administration), 3) the degree of op101d toI anc ifany, a d4)th§ éeneral ¢

‘ control

Initial Fentanyi Transdermal System Dose Selectlon

A

There has been no systemat1c evaluatlon of fentanyi trans erm
in the' management of chronlc pain, smce most patlents m the chmcal

ErTI e

tr1als  wer

> used

K

L. Calculate the prev1ous 24 hour analges1c requuement

-xzu«

treatment usmg the recommended dose and tltra\ﬁte patlents pwards 16 more frequentIy than every

3 days after the 1n1t1al dose or than every 6 dhys thereafter) until analgesw efﬁcacy is attained. The
erting from ofher oplolds to fentanyl transdermal system is
is starting dose is rece mménded to minimize \thepotentlal for

o ﬁwfh «gt/ S

overdosing pat1ents w1th the ﬁrst do
may be used. “

TabIeC‘f et el
v EQUIANALGESIC PO’T‘“ENCY CONVERSION ™

3

Equnanalgesxé Dose (mg)
V Name b

'Morphine" | .
Hydromorphone B
- (DlIaud1d )

Methadone "
‘(Dolophme )

Oxycodone

‘Levorphanol
(Levo-Dromoran )

. Oxymorphone ,
(Numorphan )

Mependme '
(Demerol®)

- Codeine




[Disclaimers for the proprtetary nam‘ )
submitted]

2 All IM and PO doses in thls chart are %

are g;ose I ommended when changmg from
parenteral to an oral route. Reference Foley, K. M‘EV(1985)"The treatment of ¢ ncer pain. NEJM -

’le in chnloal Dpractice it is customary to consider the doses
T : ajf be some dlfferences in

ne is Nasedvon c 1n1ca1
| rati mg parenteral morphine = 601 mg
oral morphine is based on a potency study in acute pam Reference Ashburn and hpman (1993)

Sk

Management of pain in the ¢ cancer patlent Anesth AnaIg ’76" 7102 416 o

T N

135204 st
225-314° "
315404
405-494
495-584 "
585-674

675764

- 765-854
855-944

o4s1034 s
tosipe 0

NOTE: In clinical trials’ these ranges of’ a‘vy ‘ra o1p
to fentanyl transdermal system T e

1

OF THE NEW AGENT. OVERDOSAGE OF THE NEW ANALGESIC AGENT IS POSSIBLE.
(See DOSAGE AND ADMINISTRATION - DISCONTD ) )




> PEDIATRIC PATIENTS IN”ITIATING THERAPY ON A 25 nG/H FENTANY
TRANSDERMAL SYSTEM SYSTEM SHOULD BE OPIOID: rop{gmufr AND RECEIVING ‘; o

e
t
‘e

every 72 hours. A small number of ) patients may not achieve adequate analgesia using thisdosing =~~~
interval and may require systems ‘to be applied every 48 hours’ rather than every 72 hours ‘An increase

in the fentanyl transdermal system dose should be evaluated before ,h‘anglng dosmg rntervals in order

to mamtaln patients on a 72-hour reglmen Dosmg 1nterva1s less than  every 72 hours were not stud1ed

be made before 24 hours of weanng The't 1 itial fe nsder:
after 3 days (see Dose T1trat10n) I

During the initial apphcatwn of | fentanyl ‘transdermal system patients should use short-actmg
analges1cs as needed until analgesrc efﬁcacy W1th fentanyl tradsdermaf system is attamed Thereafter

‘breakthrough' pain,

Dose Tltratlon | SR R

PR

The recommended mmal fentanyf transdxermaf system dose based upon the dally oraI morphme dose 1s

R

days based on the daily dose of supplemental ;
day of the initial apphcatlon i

Physicians are advised that it may ‘take up 106 days afteif ncr g
system for the patient to reach equilibrium onthe new "dose (see ‘graph’i in CLIN ICAT, /
PHARMACOLOGY) Therefore, patie nts should wear a hlgher dose through two apphcat1ons before

EES e

any further increase in dosage is made on‘ the basds of the average dally use of a sup plemental

T

e dose o
new anal gesrc based upon the patlent's report of ] pam until adequate an algesiva has been attamed Upon“
system removal, 17 hours or more are reqmred for a'’50% decrease in serum fentany’l concentrations.
Opioid withdrawal symptoms (such ¢ as nausea, Vomltmg, dlarrhea anx1ety, and shlvenng) are possible
in some patlents after conversion or dose adjustment For patlents requmng dlscontmuauon of op101ds
a gradual downward titration is recommended since it is not_ known at what dose lexzel the op101d may

be discontinued wrthout producmg the s1gns and | symptoms of abrupt Wlthdrawal




OTHER ANALGESIC THERAPIESCAN OVERE
OVERDOSAGE OF THE NEW ANAL ’t: A@

HOW SUPPLIED o

Fentanyl transdermal system is supphed in cartons contammgh indivi
chart for 1nformat10n regardmg 1nd1V1dual systems Fo

Fentanyl TranSdermal i
SyStem Dose R
(mcg/h)

~~ Fentanyl Conté NDC . ’
(mg_) ~Number

2 e

Fentanyl transdermal
system-25

Fentanyl transdermal
system-37.5%

Fentanyl transdermal
system-50%
Fentanyl transdermal
system-62.5%
Fentanyl transdermal
system-75* ‘
Fentanyl transdermal
system-87.5%

,Fentanyl trans denrlaalkz 2
SyStem-l()o*

Fentanyl transdermal system is supplied in sealed transdermal systems which 1 pose | httle riskof
exposure to health care workers It the gel from the drug reserv01r a001dentally contacts the skin, the

A el

area should be washed Wlth coplous ‘amotints of water Do not use soap, “alcohol, or other solvents to

remove the gel because they may enhancv the drug s ablhty to penetrate the skmy Do not cut or damage

B g 1

Do not use l,f the seal 1s broken For transderma]
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’ Thls leaflet contams |mportant mformahon about fentanyl transdermal 'system. ead
this Patient Information carefully before you start usmg fentanyl trans&ermal system. ‘
Read it each time you get a prescrlpt ’ ! “This )

ur provic er"about your \
medical condltlon or your treatment Gnty your heaith eare provucier can decide if

et 47t

It you do»not understand

What is the most lmportant mformatlon shou

system"
e  Onlyuse fentanyl transgermal system the way your health care prov1€er )
recommends. ’

is moderate to severe

~When strong pam medlcmes are > needed, and ‘ ,,t
~When pain medicine is, needed aro nd the clock (2

° Fentanyl transdermal system should not be used to treat pain that will last only a few
days. This includes the paln that happens with surgery, medxcal or dental procedures

° Fentanyl transdermal system shou]d only be used in children age 2 years or older who are
already using other narco c paln medxcmes (optond tolerant)“ Fentanyl transdermal system

What is fentanyl transdermal systemé’ o

) Fentanyl transdermal system is a prescnptlon med cit 1
system is a controlled substance (CII) because it is "‘cotlc pam medicin ‘(op101d) Fentanyl
transdermal system is a thin, adheswe, rectangular patch that 1$ WOrn onyyour skm It has enough




o s oGty s

Who should not use fenianyl“ffé“ﬁs ermal system

g [

For pain that will g go away ma few days | )

In ch1ldren who are less th 12y |
" In chlldren 2 years or. older Who are not already usm

Are pregnant or planmng to become pregnant"
unborn baby

harm your baby
Have trouble breathmg or lung problems
Have a head injury or brain problems

Have a heart problem called bradyeardxa (slb%
Have liver problems
vHave kldney problems

R Al

earf beat)

he

\\\\\

your health care provnder abo tal the'med nes you takegln udmg prescrlptlon and non-
prescription medicines, vitamins, and herbal supplements §omet1mes the doses o: of certain medlclnes

R ol "“: g

and fentanyl transdermal system need to be changed When used together.

e 4“

H Gower’ the ¢

d will remove the




e Follow your health care prowder S dlrectlons exactly. UYo : pro may change your
dose based on your reactions to the médlclne Do nét [ ﬁaﬁge your dose « or stop using fentanyl
transdermal system unless your health care prov1der te Is you to ‘,]’5 nt'c}nyl transdermal

Call your health care prov1der right away if you get 2 f‘ever\hlgﬁ r'th |
too much of the medicine in fentanyl fransdermal system to pass,mto your body, Voﬁ?“health care’

3 :’Kpad \ ‘heat Iamps, saunas, hot
,tubs, or heated waterbed“é. ho not take long hot batﬁhs or sun bathe. "All of these can make
your temperature rise and cause toc nal system to
pass into your body, 77 ‘

e Do not breast feed unless your health ca;'e provndexj tells you it 1s okay Fentanyl transdermal
system passes 1nto your mllk and ca.n cause‘ s nbus 1 “blem' for our baby.

- FENTANYL TRANSDERMAL SYST
PROVIDER TO TELL YOU WHEN

DEVELOP A PHYSICAL DEPEND
SICK IF YOU SUDDENLY STOP USING

o
o Fentanyl transdermal system ¢én éatise trouble breathmg (hyp
dangerous and even lead to death if not treated This cdn hapgen 1f you use too much fentanyli h

i s

include:



—Slow breathing
—Shallow breathmg (httle chest m
—~Trouble oreatmng

e The most common 51de effects w1th fentanyl transdern

t \al‘system are nausea, vorrutmg, r
7 = atfe o
constlpatlon dry mouth sleepmess confusmn Wéakness ancf sweatmg AIthough uncommon,

trouble s1eep1ng and selzures Wer ’reported in chudren lhese are not all the possible side’

effects of fentanyl transdermal system For a compIete list, ask your “health care prov1der or
pharmamst N

e Talkto yoqr health care provider about any side effect that concerns you.

) ENTAN ERMAL SYSTEM
FOR YOU AT HOME YOU OR A MEMBER OF ‘?OUR T{AMTLY MAY ATPPW”FENT‘ANYL E;l NSDERMAL SYS‘S‘EIWTO v*ot)R SKIN
S SURE THAT THEY é s*i" G"

o ‘smssors

. fGraphicJof two hands

peehng protectlve hner

atch with palfn of hand




e If you have any questrons about where on your body you s

please ask your health care provxder

e

¢ Remove fentanyl transdermal system after wearlng 1t for 3'days (see ©

ey "

e You can apply fentanyl transderm 1 system at ‘any time f the day

time of day 3 days later or as dlreoted by your “health care prov1der

¢ Do not apply the new fentanyl transdermaI system patch to the same place where you removed the o
last fentanyl transdermal systern patch‘

SRt BT v A e Wi e 30

L your pa1n is not

Y3 P b

controlled well If you contmue to havé pain, call your 'health care prov”

Water and fentanyl trans&ermaf system ‘ :
You can bathe, swim or shower while s you are wearlng fentanyI trarrsde
off, put a new fentanyl transdermal system patch on your skln M

FOLD THE USED FENT‘ANYL TRA ’"ﬁf‘sﬁe
THE USED FENTANYL TRANSDERM




Safety and handling’ of fentanyl tansdermal system
FENTANYL TRANSDERMAL SYSTEM COMES IN SEALED PATCHES, WHICH erL KEEP THE GEL FROM GETT
CCIDENTALLYCO NTA

TS THE SKIN, THE AREA sﬁouﬁD BE WASHED WITH ST

H‘Eﬁ%&%ﬁ - M ‘ﬂ RIS FENE PO i LIS V s -

Do NOT USE FENTANYL TRANSDERMAL SY STEM 1 A
FENTANYL TRANSDERMAL SYSTEM TO OTHER PE OPLE
DANGEROUS FOR THEM, ANDITIS AGAINST y

KEEP FENTANYL TRANSDERiﬁKi:"sg ST

ThlS leaﬂet summarizes the most 1mport t mform”,mn i rrnalsystem If you )
would like more information, talk with your health care pr‘owder You can asfk your health care
provider or phanna01st for 1nformat10n about fentanyl ‘transdermal system that 1§ written for health

professionals.

[INFORMA TION’&PEbiﬁ'I‘c“"i'b AMETH
WILL BE INCLUDED WHEN THE ANDA T SUBMITT




[INFORMATION SPECIFIC TO THE

RX ONLY
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